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DETAILED ACTION 

1. Claims 1-19, 22-42 were previously withdrawn, and claims 20, 21 and 44 were 
previously cancelled. Amended claim 43 (7/20/09) and previous claims 45-47 are under 
consideration by the Examiner. 

2. Receipt of applicant's arguments and amendments filed on 7/20/2009 is acknowledged. 

3. The following previous rejections and objections are withdrawn in light of applicants 
amendments filed on 6/14/2007: 

(i) the rejection of claims 43, 45-47 under 35 U.S.C. 112, first paragraph, as failing to 
comply with the written description requirement (new matter rejection). 

4. Applicant's arguments filed on 7/20/09 have been fully considered and were persuasive in 
part. The issues remaining and new issues are stated below. 

Claim rejections-35 U.S.C. 112, first paragraph, enablement rejection 

5. The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making and 
using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it pertains, or 
with which it is most nearly connected, to make and use the same and shall set forth the best mode contemplated by 
the inventor of carrying out his invention. 
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5a. Claims 43, 45-47, are rejected under 35 U.S.C. 1 12, first paragraph, as failing to comply 
with the enablement requirement. The claim(s) contains subject matter which was not described 
in the specification in such a way as to enable one skilled in the art to which it pertains, or with 
which it is most nearly connected, to make and/or use the invention. 

The deposit of biological material is considered by the Examiner to be necessary for the 
enablement of the current invention because the claims require availability of the deposit. 
Elements required for practicing a claimed invention must be known and readily available to the 
public or obtainable by a repeatable method set forth in the specification. When biological 
material is required to practice an invention, and if it is not so obtainable or available, the 
enablement requirements of 35 USC §112, first paragraph, may be satisfied by a deposit of the 
material. See 37 CFR 1.802. 

The specification does not provide a repeatable method for obtaining human interleukin-6 
receptor encoded by the cDNA contained in the plasmid pIBIBSF2R deposited as FERM BP- 
2232 and it does not appear to be a readily available material. The deposit of FERM BP-2232 in 
full compliance with 37 CFR §§ 1.803-1.809 would satisfy the requirements of 35 USC §112, 
first paragraph. 

If a deposit is made under the terms of the Budapest Treaty, then an affidavit or 
declaration by Applicants or someone associated with the patent owner who is in a position to 
make such assurances, or a statement by an attorney of record over his or her signature, stating 
that the deposit has been made under the terms of the Budapest Treaty and that all restrictions 
imposed by the depositor on the availability to the public of the deposited material will be 
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irrevocably removed upon the granting of a patent, would satisfy the deposit requirements. See 
37 CFR 1.808. 

If a deposit is not made under the terms of the Budapest Treaty, then an affidavit or 
Declaration by Applicants or someone associated with the patent owner who is in a position to 
make such assurances, or a statement by an attorney of record over his or her signature, stating 
that the deposit has been made at an acceptable depository and that the following criteria have 
been met: 

(a) during the pendency of the application, access to the deposit will be afforded to one 
determined by the Commissioner to be entitled thereto; 

(b) all restrictions imposed by the depositor on the availability to the public of the 
deposited material will be irrevocably removed upon the granting of a patent; 

(c) the deposit will be maintained for a term of at least thirty (30) years and at least five 
(5) years after the most recent request for the furnishing of a sample of the deposited material; 

(d) a viability statement in accordance with the provisions of 37 CFR 1.807; and 

(e) the deposit will be replaced should it become necessary due to inviability, 
contamination or loss of capability to function in the manner described in the specification. 

In addition the identifying information set forth in 37 CFR 1.809(d) should be added to the 
specification. See 37 CFR 1.803-1.809 for additional explanation of these requirements. 
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Claim rejections-35 USC § 11 2, first paragraph, scope of enablement 

5b. Claims 43, 45-47, are rejected under 35 U.S.C. 112, first paragraph, because the 
specification, while being enabling for a method of treating inflammatory bowel disease by 
administering an effective amount of monoclonal antibody, PM-1 or MR16-1 against the human 
IL-6 receptor, does not reasonably provide enablement for a method of treating inflammatory 
bowel disease by administering "all" interleukin-6 receptor antibodies which bind to human IL-6 
receptor encoded by the cDNA contained in the plasmid pIBIBSF2R deposited as FERM BP- 
2232. The specification does not enable any person skilled in the art to which it pertains, or with 
which it is most nearly connected, to practice the invention commensurate in scope with these 
claims. 

This rejection is maintained for reasons of record set forth at pages 3-7 of the previous 
Office action (12/5/2006), page 3 of the previous Office action (8/15/07), pages 2-9 of the 
previous Office action (1/15/08), pages 2-5 of the previous Office action (7/25/08) and pages 4-5 
of the previous Office action (3/12/09). 

Applicants argue that claim 43 does not claim a method of "treating all inflammatory 
diseases," as asserted, but the considerably more defined scope of a "method of treating 
inflammatory bowel disease" (emphasis added) and properly construed, this aspect of the claim 
is commensurate with the enablement provided by the specification. Applicants also argue that 
concerning "all" interleukin-6 antibodies, relies on a construction of claim 43 such that it reads 
not only on antibodies against the IL-6 receptor, perse, but also gpl30, this issue is respectfully 
believed to be overcome by the amendment to claim 43, amended claim 43 recites an "anti- 
interleukin-6 receptor antibody which binds to human interleukin-6 receptor encoded by the 
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cDNA contained in the plasmid pIBIBSF2R deposited as FERM BP-2232", as described in 
English-language specification at page 9, lines 30-37, FERM BP-2232 contains DNA which 
encodes the human IL-6 receptor, and therefore, claims 43 and 45-47 read on antibodies which 
bind to the IL-6 receptor, per se. However, contrary to Applicants arguments, the IL-6 receptor is 
composed of the IL-6 receptor P subunit (gpl30) and the IL-6 receptor a subunit (CD126) and 
the scope of the claims encompasses antibodies to both subunits of the IL-6 receptor. The instant 
specification is only enabling for a method of treating inflammatory bowel disease by 
administering monoclonal antibodies PM-1 or MR16-1 which inhibit the binding of IL-6 to the 
IL-6 receptor and thereby block the transduction of the biological activity of IL-6 into the cell 
(see instant specification, page 8, lines 1-24). Monoclonal antibodies PM-1 and MR16-1 are 
antibodies specific to epitopes on the IL-6 receptor. While the specification discloses that a "IL-6 
receptor antibody" (see page 5, lines 9-20) is "preferably" PM-1 (antibody against human IL-6 
receptor) or MR16-1 (antibody against mouse IL-6 receptor) and inhibits binding of IL-6 to its 
receptor and this is the biological property which the administered compound is expected to 
exhibit, the specification is non-enabling for the unlimited number of compositions encompassed 
by the scope of the claims and therefore this rejection is maintained for reasons of record. 

Claim rejections-35 USC § 112, second paragraph 

6. The following is a quotation of the second paragraph of 35 U.S. C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 
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6a. Claims 43, 45-47, are rejected under 35 U.S.C. § 1 12, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

This rejection is maintained for reasons of record set forth at pages 5-6 of the previous 
Office action (3/12/09). 

Claim 43, last line, is vague and indefinite because it recites "the biological activity of 
IL-6". There is insufficient antecedent basis for this limitation in the claim. 

Applicants argue that the property of "inhibits the biological activity of IL-6" is 
reasonably ascertainable to those skilled in the art and, hence, is not indefinite, this is especially 
so when read in the context of the entire claim 43, which recites a method comprising 
administering an " anti-inter leukin-6 receptor antibody" which has the properties of (a) binding to 
human interleukin-6 receptor encoded by the cDNA contained in the plasmid pIBIBSF2R 
deposited as FERM BP-2232 (b) blocking signal transduction by IL-6 and (c) inhibiting the 
biological activity of IL-6, that is, "inhibits the biological activity of IL-6" is one of the several 
recited properties of the anti-interleukin-6 receptor antibody used in the claimed method. 
Applicants also argue that the recitation of "inhibits the biological activity of IL-6" is an element 
that is inherently present when the "anti-interleukin-6 receptor antibody" recited in claim 43 
binds to the human interleukin-6 receptor, it is understood that a receptor binds a ligand and, 
through the process of signal transduction, causes a biological response, and conversely, 
inhibition of a receptor may, in some cases, inhibit the biological activity of the ligand. 
Applicants argue that it is therefore understood in view of the specification that "inhibits the 
biological activity of IL-6" is inherently present in recitation of the specific IL-6 receptor 
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inhibitor, earlier in claim 43 and it follows that "inhibits the biological activity of IL-6" does 
have antecedent basis in the claim, such that its recitation is not vague and indefinite. However, 
contrary to Applicants arguments, Applicants appear to have misconstrued this rejection by the 
Examiner. The issue here is the limitation "the" biological activity. It is unclear which of the 
numerous biological activities of IL-6 the administered anti-IL-6 receptor antibody inhibits? 
This rejection can be obviated by reciting "the" specific biological activity of IL-6 that is 
inhibited by the administered anti-IL-6 receptor antibody. 

Claims 45-47 are rejected as vague and indefinite insofar as they depend on the above 
rejected claim for their limitations. 

Claim rejections-35 USC § 102 

7. The following is a quotation of the appropriate paragraphs of 35 U.S.C. § 102 that form 
the basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless ~ 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

7a. Claims 43, 45-47, are rejected under 35 U.S.C. § 102(b) as being anticipated by WO 
96/38481. 

This rejection is maintained for reasons of record set forth at pages 12-13 of the previous 
Office action (12/5/2006), pages 4-5 of the previous Office action (8/15/2007), pages 10-11 of 
the previous Office action (1/15/08 ), pages 5-6 of the previous Office action (7/25/08) and pages 
6-7 of the previous Office action (3/12/09). 
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Applicants argue that at items 7 and 7a, pages 6-7, it is asserted that claims 43 and 45-47 
are anticipated by WO 96/38481, which allegedly discloses antibodies which bind to, and inhibit, 
gp 130, solely to advance prosecution, pending claim 43 reads on antibodies against IL-6 
receptor, per se, WO 96/38481 does not disclose a method of treating inflammatory bowel 
disease comprising administering to a subject in need thereof an anti-interleukin-6 receptor 
antibody which binds to human interleukin-6 receptor encoded by the cDNA contained in the 
plasmid pIBIBSF2R deposited as FERM BP-2232, blocks signal transduction by IL-6 and 
inhibits the biological activity of IL-6 and therefore WO 96/38481 does not anticipate claims 43 
and 45-47. However, contrary to Applicants arguments, the IL-6 receptor is composed of the 
IL-6 receptor P subunit (gpl30) and the IL-6 receptor a subunit (CD 126). In the absence of 
disclosure of whether the human interleukin-6 receptor encoded by the cDNA contained in the 
plasmid pIBIBSF2R deposited as FERM BP-2232 is the IL-6 receptor p subunit (gpl30) or the 
IL-6 receptor a subunit (CD126), the method disclosed in the reference anticipates claims 43, 45- 
47 because gpl30 is the signal transducing subunit of the IL-6 receptor. Therefore this rejection 
is maintained for reasons of record. 

Claim Rejections - 35 USC §103 

8. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as 
set forth in section 102 of this title, if the differences between the subject matter sought to be 
patented and the prior art are such that the subject matter as a whole would have been obvious at 
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the time the invention was made to a person having ordinary skill in the art to which said subject 
matter pertains. Patentability shall not be negatived by the manner in which the invention was 
made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 USPQ 459 
(1966), that are applied for establishing a background for determining obviousness under 35 
U.S.C. 103(a) are summarized as follows: 

1. Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating obviousness or 
nonobviousness. 

8a. Claims 43-47 are rejected under 35 U.S.C. § 103 as being unpatentable over WO 
96/38481 in view of Queen et al. (U.S. Pat No. 5,530,101). 

This rejection is maintained for reasons of record set forth at pages 13-14 of the previous 
Office action (12/5/2006), pages 5-6 of the previous Office action (8/15/2007) and pages 12-13 
of the previous Office action (1/15/08), pages 7-9 of the previous Office action (7/25/08), and 
pages 7-8 of the previous Office action (3/12/09). 

Applicants argue that neither reference, or their combination, discloses or even suggests a 
method of treating inflammatory bowel disease comprising administering to a subject in need 
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thereof an anti-interleukin-6 receptor antibody which binds to human interleukin-6 receptor 
encoded by the cDNA contained in the plasmid pIBIBSF2R deposited as FERM BP-2232, 
blocks signal transduction by IL-6 and inhibits the biological activity of IL-6. However, contrary 
to Applicants arguments, the additional limitation (in the claimed method) that the administered 
anti-interleukin-6 receptor antibody binds to human interleukin-6 receptor encoded by the cDNA 
contained in the plasmid pIBIBSF2R deposited as FERM BP-2232 and blocks signal 
transduction by IL-6 encompasses an antibody to gpl30 because gpl30 is the signal transducing 
subunit of the IL-6 receptor. It is unclear from the claim whether the recited cDNA encodes the 
IL-6 receptor a subunit (CD126) or gpl30. Since the WO 96/38481 reference teaches targeting 
gpl30 with monoclonal antibodies to treat inflammatory bowel disease, and Queen teaches the 
production of humanized antibodies, the claimed references render obvious the claimed 
invention and this rejection is maintained for reasons of record. 

Conclusion 

No claim is allowed. 

Claims 43, and 45-47, are rejected. 

Applicant's amendment necessitated the new ground(s) of rejection presented in this 
Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). 
Applicant is reminded of the extension of time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
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MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1 .136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the date of this 
final action. 
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